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sor and, hence, without causing an excessive pressure 
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Description 

The present invention relates to a method and an apparatus for treating blood in various ways such as removing 
impurities and deleterious matter, and replacement of specific components. 

For the treatment of various diseases, blood is treated in various ways, among which the following are convention- 
ally known: a method in which plasma is separated from a blood sample and loaded on an adsorption column to remove 
the unwanted or deleterious matter by adsorption; plasma exchange in which the separated plasma is replaced by a 
replenishing fluid; double filtration for removing higher molecular weight components of the plasma; and artificial dialy- 
sis in which the blood sample is brought into contact with a semipermeable membrane. 

These blood treating methods are implemented with an apparatus of blood treatment which generally comprises a 
cascade connection of a collection circuit for withdrawing a blood sample by means of a blood pump, a treating circuit 
for performing specified treatment on the blood sample and a return circuit through which the treated blood sample is 
returned to the patient. In addition, a heparin pump, a filter, a blood warmer, an air bubble detector, as well as a plurality 
of pressure gauges and clamp valves are provided at appropriate sites in the respective circuits. If the apparatus is a 
type that treats a separated plasma component of blood, a plasma separator, a plasma pump, a blood leak detector, an 
adsorber or a secondary filter and the like are also provided in the treatment circuit. 

The apparatus of blood treatment having the construction described above is usually provided with control means 
for controlling the driving of the pumps and the opening/closing of the clamp valves such that the blood treatment can 
be accomplished by automated operation of the apparatus. 

If any abnormality occurs to the pressures in the circuits or to devices in the apparatus of blood treatment during its 
use. the operation of the pumps has to be controlled in an appropriate way depending on the nature of the abnormality. 
According to Examined Japanese Patent Publication Nos. 28981/1990 and 50304/1993, if the blood withdrawing por- 
tion of an apparatus of blood treatment becomes constricted during treatment to produce a great negative pressure in 
the primary flow channel to the first pump, a further increase in the negative pressure can be avoided by reducing the 
rotating speeds of the first and second pumps while keeping the ratio between their flow rates constant. 

This method is capable of dealing with the increase in negative pressure that occurs in the primary flow channel to 
the first pump on account of the constriction of the blood withdrawing portion of the apparatus of blood treatment. How- 
ever, neither of the patents mentioned above disclose a technique for controlling the pumps when other abnormal 
events occur and while the operation restores the normal state. 

The present invention provides a technique for achieving safe and efficient blood treatment by controlling the oper- 
ational state of pumps in an appropriate way when starting the execution of blood treatment, when an abnormal event 
occurs during the execution of the treatment and while the operation restores the normal state. 

The apparatus of blood treatment to be used in the invention comprises a collection circuit into which a blood sam- 
ple is withdrawn by means of a blood pump, a treating circuit for performing specified treatment on the withdrawn blood 
sample and a return circuit through which the treated blood sample is returned to the patient, with pressure gauges 
being provided at appropriate sites in the collection, treating and return circuits. The apparatus of blood treatment also 
includes means for controlling the operation of the blood pump. The present invention is characterized by performing 
the following steps with the thus constructed apparatus of blood treatment. 

(1 ) At the start of the treatment, the blood pump starts to operate and continues to run with the blood flow rate being 
increased at a preset normal acceleration until a specified target blood flow rate is reached; alternatively, the blood 
pump may be set in such a way that the blood flow rate is increased through at least two stages of acceleration, 
one being at a preset initial acceleration and the other at the normal acceleration. 

(2) Once the blood pump flow rate has reached the target blood flow rate, the operation of the pump is controlled 
so as to maintain said target blood flow rate thereafter. 

(3) If the values of pressure as detected by specified pressure gauges or the values calculated on said pressure 
values deviate from respective limiting values to cause pressure constrains, the blood pump flow rate is reduced at 
a specified deceleration. 

(4) If the pressure constraints are removed, the blood pump flow rate is increased at the normal acceleration so that 
it is reverted toward the target blood flow rate. 

The following step may additionally be performed. 

(5) If any abnormal event other than the pressure constraints occurs during the operation of the blood pump, the 
blood pump flow rate is reduced at a specified deceleration and thereafter maintained at a standby flow rate not 
exceeding a preset limiting value. 

The present invention can be applied to any blood treating methods including adsorptive removal, plasma 
exchange, double filtration and artificial dialysis. 
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Fig. 1 is a diagram showing schematically the configuration of circuits in an apparatus of plasma treatment accord- 
ing to the first embodiment of the invention; 

Fig. 2 is a graph showing how various pumps are controlled in the plasma treating method of the invention; 
Fig. 3 is a diagram showing schematically the configuration of circuits in an apparatus of plasma treatment accord- 
ing to the second embodiment of the invention; 

Fig. 4 is a diagram showing schematically the flow channels formed after switching between the two adsorbers in 
the apparatus of plasma treatment according to the second embodiment of the invention; 
Fig. 5 is a diagram showing schematically the flow channels used to regenerate one of the two adsorbers in the 
plasma processor according to the second embodiment of the invention; 

Fig. 6 is a diagram showing schematically the configuration of circuits in the apparatus of plasma treatment of the 
invention; 

Fig. 7 is a graph showing how various pumps are controlled in the plasma treating method of the invention; 

Fig. 8 is a diagram showing schematically the flow channel used to recover the residual plasma from the plasma 

fractionator in the apparatus of plasma treatment of the invention; and 

Fig. 9 is a diagram showing schematically the fluid channel used to backflush the separation membrane in the 
plasma fractionator in the apparatus of plasma treatment of the invention. 

Fig. 10 is a diagram showing schematically the configuration of circuits in the apparatus of blood treatment of the 
invention; and 

Fig. 1 1 is a graph showing how various pumps are controlled in the blood treating method of the invention. 

Embodiments of the present invention will now be described with reference to the case where it is applied to an 
adsorptive blood treatment in which plasma is separated from a blood sample and freed of cholesterol by means of an 
adsorber. 

Fig. 1 shows an example of the apparatus of Wood treatment for use in such adsorptive blood treatment. The appa- 
ratus comprises basically a collection circuit for withdrawing a blood sample and supplying it into a plasma separator by 
means of a blood pump, a treating circuit in which the plasma separated form the blood sample by means of the plasma 
separator is directed into a plasma pump, where it is freed of the unwanted cholesterol, and a return circuit in which the 
treated plasma is combined with the blood permeate from the plasma separator and then returned to the patient. 

Provided at appropriate sites in the circuits are a pressure gauge P3, drip chambers D1 , D2, D4 P D6 and D7 fitted 
with pressure gauges P1, P2, P4, P6 and P7, as well as flow channel controlling clamp valves V6, V7, V9, V12, V13, 
V14 and V15. Also provided are an infuser of anticoagulant heparin, a blood leak detector for detecting the leakage of 
blood into the plasma emerging from the plasma separator, a blood warmer for warming the returning blood to a spec- 
ified temperature, an air bubble detector for detecting the entrance of air bubbles into the returning blood, and any other 
necessary devices. 

The operation of the blood and plasma pumps, as well as the opening/closing of the clamp valves are controlled by 
control means including a CPU, a blood flow rate setting device and a plasma flow ratio setting device on the basis of 
such information as detection signals from the associated machine parts and the pressure gauges. 

The clamp valves are ON/OFF controlled in operative association with the pumps to switch one flow channel to 
another in each of the steps involved, such as preparatory steps for setting up the circuits and rinsing their interiors with 
physiological saline prior to the start of blood treatment, the step of introducing a blood sample into the circuits so that 
it is subjected to plasma treatment with an adsorber and the step of recovering the residual blood in the circuits after 
the treatment. The control means controls the opening/closing of the clamp valves such as to form an appropriate flow 
channel for each of these steps. 

The method of treating blood with the above-described apparatus of blood treatment is outlined below. In the fol- 
lowing description, the pressures measured with the pressure gauges P1 , P2 ... are designated P1 , P2 .... respectively, 
for the sake of convenience. 

The blood treating steps will generally proceed in the following way. Usually, the execution of blood treatment is pre- 
ceded by the preparatory steps of setting up the respective circuits and rinsing their interior with physiological saline. 
When the required preparatory steps end, the blood pump is started to run so that a blood sample is withdrawn into the 
collection circuit through the collection tip and thence supplied into the plasma separator. The plasma separated from 
the blood in the plasma separator is forced by means of the plasma pump through the (plasma) treating circuit to be 
directed into the adsorber. As it passes through the adsorber, the plasma makes contact with the adsorbent in the 
adsorber, whereby the unwanted cholesterol is removed from the plasma. The treated plasma emerging from the 
adsorber is combined with the blood permeate from the plasma separator and returned to the patient through the return 
circuit. When the necessary treatment has been performed in this way, physiological saline is introduced into the circuits 
such that the residual blood and plasma are recovered from the circuits and returned to the patient. 

In these blood treating steps, the operation of the blood pump is controlled in such a way that the monitored values 
of a blood collection pressure P1 , a venous blood pressure P7 and a differential pressure across the plasma separator 
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AP2/6 (= P2 - P6) will not exceed the limits of the respective values. If it is found that none of the monitored values 
have caused pressure constrains after the start of pump operation, the blood pump flow rate QB is increased at a preset 
initial acceleration Vb 0 until the integrated blood flow reaches a specified value, which is typically set to be approxi- 
mately equal to the sum of the capacities of the collection circuit and the plasma separator. 

When the integrated blood flow has reached the specified value, the initial acceleration Vb 0 of the blood pump flow 
rate is changed to the normal acceleration Vb 1 and the pump operation is continued until the desired target blood flow 
rate Qbs is reached. After QBs is reached, the operation of the blood pump is controlled such as to maintain said target 
blood flow rate. 

In order to ensure that an abrupt load is not exerted on a treating device such as the plasma separator to cause an 
excessive pressure buildup, the initial acceleration Vb 0 is usually set at a lower value than the normal acceleration Vb-j. 
However, this is not always the case and depending on the specific situation of the treatment, Vb 0 may be set to be 
greater than Vb-,. 

If the pressure values of P1, P2 and AP2/6 being monitored with the associated pressure gauges deviate from the 
respective limiting values to cause pressure constraints, the blood pump flow rate is reduced at a specified deceleration 
Vb 2 , which is set at a sufficiently great value to ensure that the pressure constraints can be removed rapidly. If the pres- 
sure constraints are removed, the blood pump flow rate is increased at the normal acceleration Vb 1 until the target 
blood flow rate QBs is restored. 

Thus, in the present invention, if pressure constraints are exerted, the blood pump flow rate is reduced at a com- 
paratively large deceleration, thereby allowing for rapid restoration of the machine operation from the abnormal pres- 
sure state. During the restoration, the blood flow rate is increased mildly enough to avoid the excessive pressure buildup 
due to an abruptly increasing load and this enables the blood pump to be operated for a prolonged period without 
undergoing any constraints. 

Even if the blood pump is controlled to maintain the target blood flow rate QBs, abnormal events other than the 
above-described pressure constraints may occur, as exemplified by abnormal pressure values detected by pressure 
gauges other than P1 , P2 and P6, or the abnormal operation of certain valves. In this case, the blood pump flow rate 
may be decelerated momentarily at a sufficiently great deceleration Vb 3 to cause a drop to a standby flow rate QBa, 
which is maintained until the machine operation restores from the abnormal state. The standby flow rate QBa is set at 
a value that is lower than a preset upper limit but not so low as to cause blood coagulation in the circuits. 

The above-described procedure of controlling the blood pump flow is illustrated by a timing chart in Fig. 2, which 
also shows the procedure of controlling the plasma pump flow. 

Referring now to the plasma pump, it remains at rest as long as the blood pump flow rate QB is below a prescribed 
value after the blood pump started to run. If the plasma pump is actuated simultaneously with the blood pump, the force 
to extract plasma will develop before the blood sample is fed into the plasma separator and an extra load is imposed on 
machine parts. In order to prevent this difficulty, a certain time lag is provided before the plasma pump is actuated. 

When the blood pump flow rate QB has reached the prescribed value, the plasma pump is started to run and con- 
trolled in such a way that the monitored values of TMP [= (P2 + P6)/2 - P3] which represents the pressure difference 
across the separation membrane in the plasma separator and AP4/6 (= P4 - P6) representing the pressure difference 
across the adsorber will not exceed the respective limiting values. If no such pressure constraints are experienced by 
the plasma pump after the start of its operation, the plasma pump flow rate QP is increased at a preset initial accelera- 
tion Vpo until the integrated flow reaches a specified value. When the integrated flow has reached the specified value, 
the initial acceleration Vp 0 is switched to a normal acceleration Vp 1 and the plasma pump flow rate QP is increased until 
it reaches the target plasma flow rate QPs. 

The target plasma flow rate QPs is given as a function of QB (= the blood pump flow rate) and TMP (= the pressure 
difference across the separation membrane in the plasma separator). In other words, the plasma pump is controlled to 
attain the target plasma flow rate QPs which is calculated at every moment on the basis of both the ratio determined 
from TMP and the actual value of Wood pump flow rate QB. The value of integrated plasma flow at which the initial 
acceleration Vp 0 is switched to the normal acceleration Vp-, is determined on the basis of the capacity of the secondary 
side (plasma volume) of the plasma separator. ' 

In order to ensure that an abrupt load is not exerted on the separation membrane in the plasma separator to cause 
an excessive pressure buildup, the initial acceleration Vp 0 is usually set at a lower value than the normal acceleration 
Vp! . However, this is not always the case and depending on the specific situation of the processing, Vp 0 may be set to 
be greater than Vp^ 

If the values of pressures TMP and AP4/6 being monitored with the associated pressure gauges deviate from the 
respective limiting values to cause pressure constraints, the plasma pump flow rate QP is reduced at a specified decel- 
eration Vp 2 , which is set at a sufficiently great value to ensure that the pressure constraints can be removed rapidly. If 
the pressure constraints are removed, the plasma pump flow rate QP is increased at the normal acceleration Vp 1 such 
that it is reverted to the target plasma flow QPs. 

Thus, in the present invention, if pressure constraints are exerted, pump flows are reduced at comparatively large 
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decelerations, thereby allowing for rapid restoration of the machine operation from the abnormal pressure states. Dur- 
ing the restoration phase, the pump flows are increased mildly enough to avoid the excessive pressure buildup due to 
an abruptly increasing load and this enables the pumps to be operated for a prolonged period without undergoing anv 
constraints. " ' 

If the blood pump flow is to be reduced due to pressure constraints while the plasma pump is running normally the 
plasma pump flow rate QP is reduced synchronously In this case, the plasma pump flow rate QP is determined on the 
basis of blood pump flow rate QB by the same technique as employed to calculate the target plasma flow rate QPs It 
should, however, be noted that if the blood pump flow rate QB becomes lower than the prescribed value the plasma 
pump is brought to a stop. 

The above-described procedures of controlling the pump flows are illustrated by timing charts in Fig. 2. 
The foregoing discussion is directed to the case of applying the present invention to the processing a blood sample 
such that the unwanted matter is removed from plasma by means of an adsorber. This is not the sole applicable case 
of the invention and it may be applied to other blood treating methods including the double filtration of plasma, plasma 
exchange and artificial dialysis. If the invention is to be applied to these cases, the procedure of controlling the blood 
pump operation suffices to be modified in accordance with the specific embodiment of a respective blood treating 
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An example of the method of setting conditions for the case of executing the plasma treating steps by means of the 
apparatus of plasma treatment shown in Fig. 1 will now be described below. 

Immediately after the start of operation of the blood pump, the blood flow rate QB is increased at the initial accel- 
eration Vp 0 which is set at an appropriate value within the range of 20 to 100 mL/min/min. When the integrated blood 
flow has reached 300 mL which is approximately equal to the sum of the capacities of the collection circuit and the 
plasma separator, the initial acceleration Vp 0 is switched to the normal acceleration Vp 1 which is set at an appropriate 
value within the range of 20 to 1 50 mL/min/min and the blood pump flow rate is increased until the target blood flow rate 
QBs (= 100 mL/min) is reached. The initial acceleration Vb is typically set to be smaller than the normal acceleration 
Vp-, but this is not always the case of the invention. When the blood flow rate has reached the target value QBs, the 
operation of the blood pump is controlled so as to maintain QBs. 

The operation of the blood pump is controlled in such a way that the monitored values of the blood collection pres- 
sure Pi , the venous blood pressure P7 and the pressure difference across the plasma separator AP2/6 will not exceed 
the limits of the respective values. If either one of said pressures deviates from the associated limiting value to cause a 
pressure constraint, namely, if P1 becomes lower than the lower limit, or if P7 exceeds the upper limit, or if AP2/6 
becomes greater than the upper limit, the blood pump flow rate QB is rapidly reduced at a sufficiently great deceleration 
of Vp2 (= 300 mL/min/min) to ensure that the pressure constraint is removed as soon as possible. When the pressure 
constraint is removed, the blood pump flow rate QB is increased again at the normal acceleration Vp 1 such that it is 
reverted toward the target blood flow rate QBs (= 1 00 mLVmin). 

If there occurs any abnormal event other than the pressure constraints, as exemplified by abnormal operation of 
valves, and yet the blood pump is running without trouble, the blood pump flow rate QB is rapidly decelerated to the 
standby flow rate QBa (< 50 mLVmin) which is preset by a blood flow rate setting device and the blood circulation is con- 
tinued by controlling the blood pump such as to maintain QBa. If the abnormal event under consideration is removed, 
QB is reverted toward the target value QBs. The procedure of executing the restoration of QBs has already been 
40 described above. 

Referring now to the plasma pump, it remains at rest until after the blood pump has run to attain a QB 
value of 15 mL/min. When QB has reached 15 mL/min, the plasma pump is started to run with TMP (P2 + P6)/2 - P3 
the pressure difference across the separation membrane in the plasma separator] and AP4/6 (= P4 - P6 = the 
pressure difference across the adsorber) being monitored. Until after the integrated plasma flow has reached 50 mL 
which is approximately equal to the volume of plasma on the secondary side of the plasma separator, the plasma pump 
flow rate QP is increased at an initial acceleration of Vp 0 which is set within the range of 10 to 60 mL/min/min. Once the 
integrated plasma flow has reached 50 mL, the plasma pump flow rate QP is increased at a normal acceleration Vp 1 
(1 0 to 100 mL/min/min) until it reaches the target plasma flow rate QPs. In order to ensure that the load on the machine 
parts will increase mildly, the normal acceleration Vp 1 is usually set to be greater than the initial acceleration Vp 0 . 

The plasma pump is controlled at every moment such as to maintain the target plasma flow rate QPs which is cal- 
culated on the basis of QB and TMP 

The target plasma flow rate QPs is expressed as QPs = K • R1 • QB , where QB is the blood pump flow rate, K is 
a coefficient of plasma flow ratio which is preset by a plasma flow ratio setting device and R1 is a coefficient defined 
below on the basis of TMP: 
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R1 = 1.0 - (TMP/upper limit of TMP) • (1 .0 - r) 
where r is a coefficient of the upper limit of pressure difference and set at an appropriate value between 0.0 (inclusive) 
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and 1 .00 depending on the degree of internal plugging of the separation membrane. Depending on the properties of the 
blood to be processed and the quality of the separation membrane, the separation membrane occasionally has a great 
tendency to be plugged. If it is empirically known that the separation membrane is likely to be plugged, the value of r is 
set in the lower range. On the other hand, if it is empirically known that the separation membrane is free from the poten- 
tial plugging, the value of r may be set in the higher range. 

The coefficient of plasma flow ratio K is a parameter which is set by the plasma flow ratio setting device in consid- 
eration of the performance of the plasma separator and the properties of the blood to be processed and it is generally 
set within the range of 0.2 to 0.4, typically within the range of 0.25 to 0.35. 

The operation of the plasma pump is controlled on the basis of the monitored values of TMP which represents the 
pressure difference across the separation membrane in the plasma separator and AP4/6 (= P4 - P6) representing the 
pressure difference across the adsorber. If TMP or AP4/6 (= P4 - P6) deviates from the respective limiting value, the 
plasma pump flow rate QP is rapidly reduced at the specified deceleration Vp 2 (e.g., 140 mL7min/min).Jf the pressure 
constraint is eventually removed; QP is increased again at the normal acceleration Vp^ so that it is reverted toward the 
target plasma flow rate QPs. 

It should be noted that the limiting values of the various pressures to be monitored, namely, the lower limit of blood 
correction pressure P1, the upper limit of venous blood pressure P7, the upper limit of the pressure difference across 
the plasma separator AP2/6, the upper limit of the pressure difference across the separation membrane TMP and the 
upper limit of the pressure difference across the adsorber AP4/6, are each set to be a little lower than the threshold for 
the issuance of an alarm signal so as to assure safety in the treating operations. Specifically, a difference of about 20 
mmHg is provided between the threshold and the respective limiting value. 

The plasma pump is not operated independently of the blood pump but the two pumps are controlled in operative 
association with each other. Even if the plasma pump is running normally, it may become necessary to reduce the blood 
pump flow rate QB on account of a pressure constraint; in that case, the plasma pump flow rate QP is reduced synchro- 
nously such that the relation QP = K • R1 • QB (for the definitions of K and R1,see above) is maintained at all times. If 
the blood pump flow rate QB is adjusted to be equal to the standby flow rate QBa when an abnormal event (as in valves) 
which is other than pressure constrains occurs, the plasma pump is brought to a stop. , : . 

In the embodiment under consideration, the plasma pump is so set that it will stop running if the blood pump flow 
rate QB falls below a certain value (e.g. 15 mL/min). It should, however, be noted that the lower limit of QB below which 
the plasma pump is brought to a stop is not necessarily 15 mL/min but may he determined as appropriate for parame- 
ters such as the performance of the pumps. > - ; i 

After the pressure constraints and other abnormal events are removed, the plasma pump flow rate QP is restored 
from the rest state and the procedure for the restoration is essentially the same as the already-described procedure for 
starting the operation of the plasma pump. ■ : ;i l 

The second embodiment of the invention is shown in Fig. 3 and relates to an apparatus for removing the unwanted 
cholesterol from plasma in two adsorbers. In this particular embodiment, two adsorbers A and B are provided in parallel 
in the plasma circuit and flow channels are formed in such a way that the two adsorbers can be operated alternately; in 
addition, while one adsorber is being used, the other is reactivated with a regenerating fluid, thereby enabling both 
adsorbers to be used repeatedly such that plasma is processed with the regeneratable adsorbers. : 

The apparatus of plasma treatment used in the second embodiment shares the blood collection and return circuits 
with the apparatus of plasma treatment of the first embodiment. However, the plasma circuit differs in that two branches 
are formed downstream of the plasma pump and respectively provided with two parallel adsorbers A and B of the same 
capacity; in addition, a replacement fluid pump is provided upstream of the adsorbers A and B and connected to means 
for supplying an regenerating fluid (a concentrated aqueous solution of an electrolyte such as sodium chloride) and 
means for supplying a replacement fluid (ag ; physiological saline or Ringer's solution): Switching between the parallel » 
adsorbers Aand B, as well as thefeeding of each adsorberwith a suitable fluid selected from ambrtg plasma, regent i 
ating fluid and replacement fluid can be accomplished by opening or closing valves V1 to V1 1 . Another feature to be 
added in the second embodiment is a drip chamber D5 fitted with' a. pressure gauge P5 for detecting the pressure , 
between the replacement fluid pump and eitheradsorb^r; ; * . t . , 

Using the thus constructed apparatus of plaisma, treatment of a regeneratable type, plasma will be treated in ; 
accordance with the following procedure; After the.specified preparatory steps such as setting up the respective circuits 
and rinsing their interior have ended, a blood sample is withdrawn into the collection circuit by means of the blood pump 
and plasma is separated from the blood in the plasma-separator. The separated plasma is directed irrto one of the two 
adsorbers by means of the plasma pump. The method of controlling the pumps in such plasma treating steps is sub- i 
stantially the same as in the first embodiment. Stated Specifically, after the blood pump is turned on, the blood pump 
flow rate is first increased at the initial acceleration Vb 0 which is set at an appropriate value in the range of 20 to 100 
mL/min/rnin; when the integrated blood flow has reached 300 mL, the initial acceleration Vb 0 is switched to the normal 
acceleration Vb-, which is set at an appropriate value in the range of 20 to 150 mUmin/min and the blood pump flow rate 
is increased until the target value QBs (= 100 mUmin) is reached. When QBs has been reached, the blood pump is con- 
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trolled such as to maintain this value based on the monitored values of P1 , P2 and AP2/6. 

Referring now to the plasma pump, it remains at rest until after the blood pump has run until the blood pump flow 
rate QB reaches 15 mlVmin. When QB has reached 15 mL/min, the plasma pump is started to run. In this case, the 
associated valves are manipulated to form a flow channel that permits the plasma to flow only into the adsorber A. The 
plasma pump flow rate QP is increased at the initial acceleration Vp 0 (10-60 mUmin/min) until the integrated plasma 
flow reaches 50 ml_. After the integrated plasma flow has reached 50 mL, QP is increased at the normal acceleration 
Vp^ which is set at an appropriate value in the range of 10 to 100 mL/min/min until the target plasma flow rate QPs is 
reached. The target value QPs is the product of multiplication of QBs (= the target blood flow rate for the blood 
pump) by K (= the coefficient of plasma flow ratio which is preset by the plasma flow ratio setting device) and R1 
which is determined from TMP (= the pressure difference across the separation membrane in the plasma separator). 
When QPs has been reached, the plasma pump is controlled at every moment such as to maintain this value based on 
the monitored values of TMP and AP4/6. 

If the blood pump undergoes a pressure constraint in association with either one of P1, P7 and AP2/6, the blood 
pump flow rate QB is reduced rapidly at the deceleration Vb 2 (= 300 mL/min/min) to ensure that the pressure constraint 
is removed as soon as possible. When the pressure constraint is removed, the Wood pump flow rate QB is increased at 
the normal acceleration Vb^ such that it is reverted toward the target blood flow rate QBs (= 100 mUmin). 

As in the case of the blood pump, if the plasma pump undergoes a pressure constraint in association with TMP or 
AP4/6, the plasma pump flow rate QP is reduced rapidly at the specified deceleration Vp 2 (e.g. 1 40 mLVmin/min). If the 
pressure constraint is removed, the plasma pump flow rate QP is increased again at the normal acceleration Vpi such 
that it is reverted toward the target plasma flow rate QBs. 

If an abnormal event (as in valves) which is other than the pressure constraints occurs, the blood pump is deceler- 
ated rapidly only when it is running without any troubles and blood circulation is effected by controlling the blood pump 
provide the standby flow rate QBa which is set by the blood flow rate setting device so as not to exceed 50 mlVmin. In 
this case, the plasma pump should in principle be brought to a stop. When the abnormal event under consideration is 
removed, the blood pump flow rate QB is reverted toward the target value QBs. 

If a pressure constraint develops to cause the necessity of reducing the blood pump flow rate QB, the plasma pump 
flow rate QP is reduced synchronously. In this case, too, the plasma pump flow rate QP is controlled to maintain the 
relation QP = K • R1 • QB . In addition, the plasma pump is so set that if the blood pump flow rate QB has fallen below 
15 mL/min, it stops running. 

If, as the result of execution of plasma treatment, the treating capacity of adsorber A has dropped below a certain 
level or if the integrated throughput has reached a specified value, the present set of flow channels is switched to 
another set of flow channels by manipulation of the associated clamp valves; in the new set of flow channels, the 
replacement fluid (e.g., physiological saline) is flowed into the adsorber A by means of the replacement fluid pump and 
the plasma is flowed into the adsorber B, with the outlet portion of the adsorber A being connected to the return circuit 
whereas the outlet portion of the adsorber B is connected to the reject flow channel. The configuration of the flow chan- 
nels just described above is shown in Fig. 4. 

Subsequently, the adsorber A is supplied with the replacement fluid by means of the replacement fluid pump and 
the plasma is forced out of the adsorber A to be returned to the patient through the return circuit. On the other hand, 
the adsorber B is supplied with an incoming flow of plasma, which displaces the internal preservative fluid such that the 
latter is discharged through the reject flow channel. When the plasma has been forced out of the adsorber A such that 
its interior is filled up by the replacement fluid, the outlet portion of the adsorber A is disconnected from the return circuit 
and connected to the reject flow channel. Similarly, when the interior of the adsorber B has become devoid of the per- 
meate to be filled up with the plasma, the outlet portion of the adsorber B is disconnected from the reject flow channel 
and connected to the return circuit so that the plasma treatment is continued by operation of the adsorber B. 

While the plasma is being treated with the adsorber B; a flow channel is formed to establish communication 
between the inlet portion of the adsorber A and the regenerating fluid supply means such that the regenerating fluid is 
fed into the adsorber A by means of the replacement fluid pump. The regenerating fluid regenerates the adsorbent in 
the adsorber A so that its adsorptive power is restored. The configuration of flow channels formed in this case is shown 
in Fig. 5. 

When the passage of the regenerating fluid has reached a specified value, the inlet portion of the adsorber A is 
allowed to communicate again with the replacement fluid supply means and the replacement fluid is supplied so that 
the regenerating fluid is discharged from within the adsorber A. Since the regenerating fluid has a higher salt concen- 
tration than the physiological level, it need be replaced by the replacement fluid to ensure that the interior of the 
adsorber A is restored to the physiological concentration. 

The reject flow channel is provided with a salinometer by means of which one can confirm that the regenerating 
fluid has been completely replaced by the replacement fluid to provide a reject in which the salt concentration has been 
reverted to the physiological level. 

Thus, the adsorptive capacity of the adsorber A has been restored and its interior has been filled up with the 
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replacement fluid. When the absorptive capacity of the other adsorber B has thereafter fallen below a certain level or if 
the integral throughout has reached a specified value, the same procedure as described above may be employed to 
switch from adsorber B to A for performing plasma treatment. The adsorber B is then subjected to the same regenera- 
tion process as applied to the adsorber A, thereby recovering the adsorptive capacity of B. In this way, the two adsorb- 
ers A and B can be used alternately after the necessary regeneration process is performed and, hence, a large volume 
of plasma can be treated continuously even if these adsorbers have a comparatively small capacity. 

The replacement fluid pump is operated by a method which is substantially the same as the method of operating 
the plasma pump. Specifically, immediately after the start of its operation, the replacement fluid pump flow rate QR is 
increased at an initial acceleration Vr 0 which is set within the range of 10 to 60 mL/min/min. When the integrated flow 
has reached 50 mL, QR is increased at a normal acceleration which is setat an appropriate value within the range 
of 1 0 to 1 00 mL/min/min until the target replacement fluid flow rate QRs is reached. The target replacement fluid flow 
rate QRs is the product of multiplication of QBs (= the target blood flow rate for the blood pump) and the coefficient R1 
which is determined from TMP (= the pressure difference across the. separation membrane in the plasma separator) . 
In other words, QRs representing the target replacement fluid flow rate for the replacement fluid pump is set to be sub- 
stantially equal to QPs which represents the target plasma flow rate for the plasma pump. If this condition is met, switch- 
ing between the two adsorbers can be accomplished without compromising the purpose of realizing smooth 
continuation of the plasma treatment because the speed at which the replacement fluid forces the plasma out of the 
adsorber A is equal to the speed at which plasma flows into the other adsorber B. 

After the target replacement fluid flow rate QRs has been reached, the replacement fluid pump is controlled so as 
to maintain that value based on the monitored value of AP5/6 (= P5 - P6) which represents the pressure difference 
across each adsorber. 

If the pressure being monitored deviates from the limiting value to cause a pressure constraint, the replacement 
fluid pump flow rate QR is rapidly reduced at a specified deceleration Vr 2 (e:g. 140 mUmirVmin): If the pressure con- 
straint is eventually removed, QR is increased again at the normal acceleration^ so that it is reverted toward the tar- 
get replacement fluid flow rate QRs. 

Even if the replacement fluid pump is running normally, it may become necessary to reduce the blood pump flow 
rate QB on account of a certain abnormality such as a pressure constraint; in that case, the replacement fluid pump flow 
rate QR is reduced synchronously at the deceleration which is controlled to be equal to QB multiplied by K and R1 (for 
their definitions, see above). In the second embodiment of the invention, the replacement fluid pump is so set ihat it will 
stop running if the blood pump flow rate QB falls below 15 mL/min. If the pressure constraint and other abnormal events 
have been removed, the replacement fluid pump flow rate QR is restored by a procedure which is substantially the 
same as described above. ■ ■-./■ • 

According to the forgoing embodiments of the present invention, plasma is treated in such a way that when the 
pressures being monitored by specified pressure gauges deviate from the respective limiting values to cause pressure 
constraints, various pump flow rates are reduced rapidly enough toensure that the pressure constraints can be 
removed as soon as possible. After the pressure constraints are removed, the pump flow rates are restored at preset 
accelerations, again ensuring that there will be no excessive pressure buildupsdue to abruptly increasing loads. 

If the blood pump flow rate is increased through two stages of acceleration when a blood sample is introduced 
immediately after the apparatus is started to operate, there will be no possibility of imposing an abrupt load on the appa- 
ratus and the target blood flow rate can be rapidly reached without causing a pressure buildup exceeding the limiting 
value. This is also true with the plasma pump and if its flow rate is increased through two stages of acceleration, the 
desired target plasma flow rate can be rapidly reached without causing a departure from the limiting values of pressure. 

If any abnormal event other than pressure constraints occurs while the blood pump is operating normally, the blood 
pump is. controlled in such a way that its flow rate is decelerated rapidly while a standby flow rate is maintained at a 
value not exceeding a preset upper limit; this ensures safety in the blood treatment without stopping its flow, thereby 
preventing the blood from being coagulated in the circuits. .. , 

If the plasma pump flow rate is controlled as a function of the pressure difference across the separation membrane 
in the plasma separator, it can be set at an optimal value reflecting the degree of plugging of the separation membrane 
which is variable at every moment. As a result, the progress of the plugging of the separation membrane can be 
retarded and the required plasma treatment can be accomplished without being interrupted or undergoing some con- » 
straints. 

Fig. 6 shows an apparatus for treating plasma by double filtration and comprises basically a collection circuit for 
withdrawing a blood sample and feeding it into a plasma separator by means of a blood pump, a plasma circuit in which 
the plasma separated in the plasma separator is directed by means of a plasma pump into a plasma fractionator, where 
it is fractionated into a high-molecular weight component and a low-molecular weight component, the latter being 
returned to the patient, an ejection channel through which the high-molecular weight component of the plasma is dis- 
charged by means of a replacement fluid pump, a replenishing fluid supply channel which communicates replenishing 
solution supply means with the plasma circuit via the replacement fluid pump, and a return circuit in which the low- 
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molecular weight component of the plasma as supplied with the replenishing fluid is combined with the blood permeate 
from the plasma separator and the replenishing fluid and returned to the patient. 

In the embodiment to be described below, a replacement fluid pump of a twin type is employed. This provides for 
simultaneous fitting of two tubes, one serving as a channel for discharging the high-molecular weight component of 
plasma and the other serving as a flow channel for feeding the replenishing f luid. As a result, the discharge of the high- 
molecular weight component of plasma through the first tube and the passage of the replenishing fluid through the sec- 
ond tube can be accomplished simultaneously with a single pump unit, thereby assuring the high-molecular weight 
component of plasma to be exchanged with an equal volume of the replenishing fluid. 

Provided at appropriate sites in the circuits are pressure gauges P3 and P5, drip chambers D1 , D2, D4, D6 and D7 
fitted with pressure gauges P1 , P2, P4, P6 and P7, as well as valves V1 to V1 0 and V1 2 to V1 5 for performing ON/OFF 
and switching control over the flow channels. Also provided are infusers of physiological saline for rinsing the circuits 
and recovering the residual blood, an infuser of anticoagulant heparin, a blood leak detector for detecting the leakage 
of blood into the plasma emerging from the plasma separator, a blood warmer for warming the returning blood to a 
specified temperature, an air bubble detector for detecting the entrance of air bubbles into the returning blood, fluid 
shortage detectors for checking the supply of physiological saline and the replenishing fluid, and any other necessary 
devices. 

The procedure of plasma treatment by double filtration will now be outlined. Usually, the execution of plasma treat- 
ment is preceded by the preparative steps of setting up the respective circuits and rinsing their interior with physiological 
saline. When the required preparative steps end, the blood pump is started to run so that a blood sample is withdrawn 
into the collection circuit through the collection tip and thence supplied into the plasma separator. The plasma sepa- 
rated from the blood in the plasma separator is forced by means of the plasma pump to be directed into the plasma frac- 
tionator, where it is fractionated into the high-molecular weight component and the low-molecular weight component. 
The high-molecular weight component of plasma contains deleterious or unwanted matter and, hence, is discharged 
through the ejection channel by means of the replacement fluid pump. As already mentioned, the replacement fluid 
pump is of a twin type which is fitted with both the tube serving as a channel for discharging the high-molecular weight 
component of plasma and the tube serving as a channel for feeding the replenishing fluid; hence, as the high-molecular 
weight component of plasma is discharged, the same volume of the replenishing fluid is supplied from its supply means 
into the low-molecular weight component of plasma through the associated feed channel. The thus replenished low- 
molecular weight component of plasma is combined with the blood permeate from the plasma separator and returned 
to the patient through the blood warmer. When a specified amount of plasma has been treated, physiological saline is 
introduced into the circuits such that the residual plasma and blood are recovered from the circuits and returned to the 
patient. 

The replacement fluid pump is adapted to be such that if the monitored value of TMP2 (= P4 - P5) which repre- 
sents the pressure difference across the separation membrane in the plasma f ractionator is less than a preset threshold 
pressure Pa (TMP2<Pa), it will not start to run whereas if TMP2 is equal to or greater than Pa (TMP2>Pa), it will start 
to run. This is because if the replacement fluid pump is actuated before TMP2 has rose sufficiently to reach Pa, the low- 
molecular weight component of plasma can potentially be lost into the high-molecular weight component being dis- 
charged. 

On the other hand, if TMP2 is equal to or greater than Pa, it can safely be concluded that the high-molecular weight 
component of plasma is being effectively separated from the low-molecular weight component in the plasma fractiona- 
tor. Therefore, if the replacement fluid pump is adapted to run only if TMP2>Pa, there is no possibility for the low-molec- 
ular weight component of plasma to be lost into the high-molecular weight being discharged. In addition, if TMP2 
becomes less than the pressure setting Pa during the operation of the replacement fluid pump because of abnormality 
in a certain device such as the plasma f ractionator, the plasma circuit or valves, the replacement fluid pump is immedi- 
ately brought to a stop so as to prevent the loss of plasma. 

After the start of operation of the replacement fluid pUmp, its flow rate QR is increased at a specified acceleration 
Vr-, toward the target replacement fluid flow rate QRs which is preset by a replacement fluid flow rate setting device. It 
should, however, be noted that QR, satisfies the condition that it be by no means greater than a prescribed flow rate 
QRa * cQP (0 < c < 1) ;J In other words, QR or the replacement fluid pump flow rate is controlled to be such that it is 
always equal to whichever smaller of the target replacement fluid flow rate QRs or the prescribed flow rate QRa. By this 
control, the rate of discharging the high-molecular weight component of plasma is effectively restricted to prevent the 
loss of the low-molecular weight component of plasma into the high-molecular weight. 

While the replacement fluid pump is operated to provide the target replacement fluid flow rate QRs, abnormal 
events such as pressure constraints may give rise to the need for reducing the plasma pump flow rate QP, with the result 
the prescribed flow rate QRa which depends on QP becomes lower than the target replacement fluid flow rate QRs. In 
this case, the replacement fluid pump flow rate QR is reduced to the prescribed flow rate QRa. 

When the abnormal event such as pressure constraints are removed and the plasma pump flow rate QP is 
restored, eventually causing the prescribed flow rate QRa to exceed the target replacement fluid flow rate QRs, the 
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replacement fluid pump flow rate is increased again toward QRs at an acceleration which is set at Vr v 

Generally speaking, if the settings of pump flow rates are very small, the operation of the pumps becomes unstable, 
causing frequent fluctuations in their flow rates. Therefore, if the target replacement fluid flow rate QRs for the replace- 
ment fluid pump is set below a certain value or if the prescribed flow rate QRa becomes lower than a certain value due 
to the drop in the plasma pump flow rate, the replacement fluid pump is controlled to perform an intermittent operation, 
in which it runs and stops alternately. By executing such intermittent operation, one can assure the precision in the rota- 
tion of the replacement fluid pump in an extremely small flow rate range, thereby permitting the replacement fluid flow 
rate to be stabilized. In addition, the intermittent operation of the replacement fluid pump is equivalent to the case of 
opening and closing the ejection channel continually, thereby making it possible to ensure that TMP2 which represents 
the pressure difference across the separation membrane in the plasma fractionator is maintained at a high level. As a 
result, the efficiency of separation of the low-molecular weight component of plasma from the high-molecular weight 
component is sufficiently improved to prevent the loss of plasma. The value of QRs or QRa at which the replacement 
fluid pump is allowed to operate intermittently is determined as appropriate for the performance of the pump. 

The above-described procedures for the control of the blood pump, plasma pump and the replacement fluid pump 
may be represented graphically in Fig. 7. 

(Plasma treating steps) 

An example of the method of setting conditions for the case of executing the plasma treating steps by means of the 
apparatus of plasma treatment shown in Fig. 6 will now be described below. 

Immediately after the start of operation of the blood pump, its flow rate QB is increased at the initial acceleration 
Vb 0 which is set at an appropriate value within the range of 20 to 100 mL/min/min. When the integrated blood flow has 
reached 300 mL which is approximately equal to the sum of the capacities of the collection circuit and the plasma sep- 
arator, the initial acceleration Vb 0 is switched to the normal acceleration Vbi which is set at an appropriate value within 
the range of 20 to 150 mL/min/min and the blood pump flow rate is increased until the target flow rate QBs (= 100 
mL/min) is reached.The initial acceleration Vb 0 is typically set to be smaller than the normal acceleration Vb^ but this 
is not always the case of the invention. When the blood flow rate has reached the target blood flow rate QBs, the oper- 
ation of the blood pump is controlled so as to maintain QBs. 

The operation of the blood pump is controlled in such a way that the monitored values of the blood collection pres- 
sure P 1 , 1he venous blood pressure P7 and the pressure difference across the plasma separator AP2/P6 will not exceed 
the limits of the respective values. If either one of said pressures deviates from the associated limiting value to cause a 
pressure constraint, namely, if P1 becomes lower than the lower limit, or if P7 exceeds the upper limit, or if AP2/6 
becomes greater then the upper limit, the blood pump flow rate QB is rapidly reduced at a sufficiently great deceleration 
of Vb 2 (= 300 mL/min/min) to ensure that the pressure constraint is removed as soon as possible. When the pressure 
constraint is removed, the blood pump flow rate QB is increased again at the normal acceleration Vb 1 until the target 
blood f Jow rate QBs (= 1 00 mL/min) is restored. 

If there occurs an abnormal event other than the pressure constraints, as exemplified by abnormal operation of 
valves, and yet the blood pump is running without trouble, the blood pump flow rate QB is rapidly decelerated to the 
standby flow rate QBa 50 mLVmin) which is preset by the blood flow rate setting device and the blood circulation is 
continued by controlling the blood pump such as to maintain QBa. If the abnormal event under consideration is 
removed, QB is restored to the target blood flow rate QBs. The procedure of executing the restoration to QBs has 
already been described above. 

Referring now to the plasma pump, it remains at rest until after the blood pump has run to attain a QB value of 15 
mUmin. When QB has reached 15 mL/min, the plasma pump is started to run. Until after the integrated plasma flow 
has reached 50 mL which is approximately equal to the volume of plasma on the secondary side of the plasma sepa- 
rator, the plasma pump flow rate QP is increased at the initial acceleration Vp 0 which is set within the range of 10 to 60 
mL/min/min. Once the integrated plasma flow has reached 50 mL, the plasma pump flow rate QP is increased at the 
normal acceleration Vp 1 (1 0 to 1 00 mL/min/min) until it reaches the target plasma flow rate QPs. In order to ensure that 
the load on the machine parts will increase mildly, the normal acceleration Vp^ is usually set to be greater than the initial 
acceleration Vp 0 , ; 

The plasma pump flow rate QP is controlled at every moment such as to maintain the target plasma flow rate QPs 
which is calculated on the basis of the blood pump flow rate QB and the pressure difference across the separation 
membrane in the plasma separator which is denoted by TMP1 [= (P2 + P6)/2 - P3] . 

The target plasma flow rate QPs is expressed as QPs = K • R1 • QB , where QB is the blood pump flow rate, K is 
a coefficient of plasma flow ratio which is preset by a plasma flow ratio setting device and R1 is a coefficient defined 
below on the basis of TMP1: 

R1 = 1.0 - (TMP1/upper limit of TMP1) • (1.0 - r) 
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where r is a coefficient of the upper limit of pressure difference and set at an appropriate value between 0.0 (inclusive) 
and 1 .00 depending upon the degree of internal plugging of the separation membrane. Depending upon the properties 
of the blood to be treated and the quality of the separation membrane, the separation membrane occasionally has a 
great tendency to be plugged. If it is empirically known that the separation membrane is likely to be plugged, the value 
of r is set in the lower range. On the other hand, if it is empirically known that the separation membrane is free from the 
potential plugging, the value of r may be set in the higher range. 

The coefficient of plasma flow ratio K is a parameter which is set by the plasma flow ratio setting device in consid- 
eration of the performance of the plasma separator and the properties of the blood to be treated and it is generally set 
within the range of 0.2 to 0.4, typically within the range of 0.25 to 0.35. 

If TMP1 deviates from the limiting value, the plasma pump flow rate QP is rapidly reduced at the specified deceler- 
ation Vp 2 (e.g., 1 40 mL/min/min). If the pressure constraint is eventually removed, QP is increased again at the normal 
acceleration Vpi so that it is reverted toward the target plasma flow rate QPs. 

It should be noted that the limiting values of the various pressures to be monitored, namely, the lower limit of blood 
collection pressure P1, the upper limit of venous blood pressure P7, the upper limit of the pressure difference across 
the plasma separator AP2/6 and the upper limit of the pressure difference across the separation membrane TMP1 , are 
each set to be a little smaller than the threshold for the issuance of an alarm signal so as to assure safety in the process- 
ing operations. Specifically, the difference of about 20 mmHg is provided between the threshold and the respective lim- 
iting value. 

The plasma pump is not operated independently of the blood pump but the two pumps are controlled in operative 
association with each other. Even if the plasma pump is running normally, it may become necessary to reduce the blood 
pump flow rate QB on account of a pressure constraint; in that case, the plasma pump flow rate QP is reduced synchro- 
nously such that the relation QP = K • R1 • QB (for the definitions of K and R1, see above) is maintained at all times. If 
the blood pump flow rate QB is adjusted to be equal to the standby flow rate QBa when an abnormal event (as in valves) 
which is other than pressure constraints occurs, the plasma pump should in principle be brought to a stop. 

In the embodiment under consideration, the plasma pump is so set that it will stop running if the blood pump flow 
rate QB falls below a certain value (e.g. 15 mL/min). It should, however, be noted that the lower limit of QB below which 
the plasma pump is brought to a stop is not necessarily 15 mL/min but may be determined as appropriate for parame- 
ters such as the performance of the pumps. 

After the pressure constraints and other abnormal events are removed, the plasma pump flow rate QP is restored 
from the rest state and the procedure for the restoration is essentially the same as the already-described procedure for 
starting the operation of the plasma pump. 

The start of the replacement fluid pump is in principle regulated by TMP2 (= P4 - P5) which represents the pressure 
difference across the separation membrane in the plasma fractionator, and the replacement fluid pump flow QR is not 
only controlled by the replacement fluid flow setting device but also restricted by the plasma pump flow rate QP. 

The replacement fluid pump is so set that it will stop when TMP2 is below the threshold pressure setting 
Pa(TMP2<Pa) whereas it starts to run if TMP2 is equal to or greater than Pa(TMP2>Pa). The value of Pa is set at the 
smallest pressure difference (e.g. 50 mmHg) that is believed to achieve the required separation between the high- and 
low-molecular weight components of plasma by the separation membrane. 

If TMP2 exceeds a limiting value (e.g. 300 mmHg), the situation is regarded as reflecting the extensive plugging of 
the separation membrane, so that the step of plasma fractionation is stopped and the process goes to the step of back- 
flushing the separation membrane, which is described below. 

Thus, the replacement fluid pump will execute the operation for discharging the high-molecular weight component 
of plasma and the supply of the replenishing fluid pnly when TMP2 is within the range of 50 to 300 mmHg. 

In another embodiment of the invention, the replacement fluid pump may be actuated without reference to the set- 
ting of Pa. In this case, the operation of the replacement fluid pump is controlled on the basis of the plasma pump flow 
rateQR 

In the usual situation, the replacement fluid pump flow rate QR is controlled to be equal to the target replacement 
fluid flow rate QRs (2.0 to 40 mL/min) which is set by the replacementifluid flow setting device. Specifically, immediately 
after the start of its operation, the replacement fluid pump flow rate is increased toward QRs at the preset acceleration 
VrV ; , 

It should, however, be noted that the replacement fluid pump flow rate QR is so set that it will not exceed the pre- 
scribed flow QRa which is calculated on the basis of the plasma pump flow rate QP to be equal to cQP (0 < c < 1 and, 
in the usual case, c is set to be about 0.5). In other words, QR < cQP is the condition that must preferentially be satisfied 
by the replacement fluid pump. Therefore, if pressure constraints or any other abnormal events make it necessary to 
reduce the plasma pump flow rate QP, thereby creating the relation cQP^QRs, the replacement fluid pump flow rate QR 
is reduced until it becomes equal to cQP. 

When the abnormal event is removed and the plasma pump flow rate QP is restored, causing the prescribed flow 
QRa to exceed the target replacement fluid flow rate QRs, the replacement fluid pump flow rate QR is increased toward 
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QRs at the acceleration Vr 1 . 

The replacement fluid pump flow rate QR may sometimes be set within an extremely small range (e.g. 2 to 10 
mL/min) as in the case where the target replacement fluid flow rate QRs is set at a very small value by means of the 
replacement fluid flow rate setting device or in the case where the prescribed flow rate QRa becomes very small due to 
the decrease in the plasma pump flow rate. In these cases, the replacement fluid pump is operated intermittently in 
order to assure the precision of pump operation thereby stabilizing the replacement fluid flow rate. The flow rate during 
the intermittent operation of the replacement fluid pump may be defined in terms of a mean flow per minute. 

By the intermittent operation of the replacement fluid pump, not only is the replacement fluid flow stabilized but also 
the channel for discharging the high-molecular weight component of plasma is continually opened and closed; hence, 
TMP2 can be maintained at a comparatively high value even if only a small amount of plasma is supplied to the'plasma 
fractionator. As a result, the low-molecular weight component of plasma can be separated from the high-molecular 
component efficiently to prevent the loss of plasma. (Plasma recovery step) 

After the required plasma treating steps end, the residual plasma in the plasma fractionator must be recovered and 
returned to the patient. To meet this need, the apparatus of plasma treatment of the example under discussion is 
adapted to be such that the plasma fractionator can be supplied with physiological saline by means of the replacement 
fluid pump from the physiological saline supply means connected to the replenishing fluid supply channel. 

For plasma recovery, the associated valves are switched to form the necessary fluid channel as shown in Fig. 8 and 
physiological saline is introduced into the plasma fractionator by means of the replacement fluid pump so that the low- 
molecular weight component of plasma which remains outside the separation membrane in the plasma fractionator is 
forced into the plasma circuit and thence returned to the patient through the return circuit. In this case, the upper limit 
of QRs - 1 which represents the target flow rate to be recovered through replacement by means of the replacement fluid 
pump is 70 mL/min and, in addition, P5 representative of the pressure outside of the separation membrane is controlled 
not to exceed the upper limit of the : venous blood pressure P7, which is set about 20 mmHg lower than the threshold for 
the issuance of an alarm signal. 

(Backf lushing step) 

During the plasma treatment, the separation membrane in the plasma fractionator may be plugged to introduce dif- 
ficulty in continuing the normal plasma treatment. This situation is recognized by the increase of TMP2 (typically above 
300 mmHg) and can be dealt with by backf lushing the separation membrane, in which physiological saline is supplied 
on the secondary side of the plasma fractionator and allowed to flow from the outside to the inside of the separation 
membrane. 

To perform the backf lushing step, the necessary flow channel is formed as shown in Fig. 9 and the replacement 
fluid pump is operated to supply physiological saline from its supply means to the secondary side of the plasma frac- 
tionator while discharging the fluid on the primary side of the separation membrane. In this case, the upper limit of QRs 
- 2 which represents the target flow rate of backflushing through replacement by means of the replacement fluid pump 
is 100 mL/min and, in addition, the pressure outside of the separation membrane being monitored by pressure sensor 
P5 is controlled not to exceed the upper limit, which is set about 20 mmHg lower than the threshold for the issuance of 
an alarm signal. 

According to the embodiment of the present invention, plasma is processed in such a way that when the pressures 
being monitored by specified pressure gauges deviate from the respective limiting values to cause pressure constraints, 
various pump flow rates are reduced rapidly enough to ensure that the pressure constraints can be removed as soon 
as possible. After the pressure constraints are removed, the pump flow rates are restored at preset accelerations, again 
ensuring that there will be no excessive pressure buildups due to abruptly increasing loads. 

If the blood pump flow rate is increased through two stages of acceleration when a blood sample is introduced 
immediately after the apparatus is started to operate, there will be no possibility of imposing an abrupt load on the appa- 
ratus and the target blood flow rate can be rapidly reached without causing a pressure buildup exceeding the limiting 
value. This is also true with the plasma pump and if its flow rate is increased through two stages of acceleration, the 
desired target plasma flow rate can be rapidly reached without causing a departure from the limiting value of pressure. 

If any abnormal event other than pressure constraints occurs while the blood pump is operating normally, the blood 
pump is controlled in such a way that its flow rate is decelerated rapidly while a standby flow rate is maintained at a 
value not exceeding a preset upper limit; this ensures safety in the blood treatment without stopping its flow, thereby 
preventing the blood from being coagulated in the circuits. 

If the plasma pump flow rate is controlled as a function of the pressure difference across the separation membrane 
in the plasma separator, it can be set at an optimal value reflecting the degree of plugging of the separation membrane 
which is variable at every moment. As a result, the progress of the plugging of the separation membrane can be 
retarded and the required plasma treatment can be accomplished without being interrupted or undergoing some con- 
straints. 
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If the condition for actuating the replacement fluid pump is specified in terms of the pressure difference across the 
separation membrane in the plasma fractionator, with the upper limit of the replacement fluid pump flow rate being 
determined on the basis of the plasma pump flow rate, the high-molecular weight component of plasma can be dis- 
charged only when the low-molecular weight component is being separated efficiently; as a result, the loss of plasma 
can be prevented. 

If the replacement fluid pump is run intermittently, the precision of its operation in the range of extremely small flow 
rates is effectively maintained to permit for the stabilization of the flow rate. Hence, even if the replacement fluid pump 
is operated at a very small flow rate, the pressure difference across the separation membrane in the plasma fractionator 
can be maintained at a comparatively high level to ensure that the low-molecular weight component of plasma can be 
separated with high efficiency; as a result, the loss of plasma is prevented. 

Fig. 10 shows an apparatus for treating blood by plasma exchange and comprises basically a collection circuit for 
withdrawing a blood sample and feeding it into a plasma separator by means of a blood pump, a reject plasma channel 
for separating plasma from the blood in the plasma separator and discharging the separated plasma by means of a 
plasma exchange pump, means of supplying a replenishing fluid, a replenishing fluid supply channel for communicating 
the replenishing fluid supply means with a return circuit via the plasma exchange pump, and the return circuit for return- 
ing the blood permeate from the plasma separator after it is combined with the replenishing fluid. 

In the embodiment to be described below, a plasma exchange pump of a twin type is employed. This provides for 
simultaneous fitting of two tubes, one serving as the reject plasma channel and the other serving as the replenishing 
fluid supply channel. As a result, the passage of plasma through the reject plasma channel and that of the replenishing 
fluid through the replenishing fluid supply channel can be accomplished simultaneously with a single pump unit, thereby 
assuring the plasma to be exchanged with an equal volume of the replenishing fluid. 

Provided at appropriate sites in the circuits are a pressure gauge P3, drip chambers D1, D2, D6 and D7 fitted with 
pressure gauges P1, P2, P6 and P7, as well as clamp valves V1 , V9, V12, V13, V14 and V15 for performing ON/OFF 
and switching control over the flow channels. Also provided are infusers of physiological saline for rinsing the circuits 
and recovering the residual blood, an infuser of anticoagulant heparin, a blood leak detector for detecting the leakage 
of blood into the plasma emerging from the plasma separator, a blood warmer for warming the returning blood to a 
specified temperature, an air bubble detector for detecting the entrance of air bubbles into the returning blood, fluid 
shortage detectors for checking the supply of physiological saline and the replenishing fluid, and any other necessary 
devices. 

The procedure of blood processing steps will now be outlined. Usually, the execution of blood treatment is preceded 
by the preparative steps of setting up the respective circuits and rinsing their interior with physiological saline. When the 
required preparation steps end, the blood pump is started to run so that a blood sample is withdrawn into the collection 
circuit through the collection tip and thence supplied into the plasma separator. The plasma separated from the blood 
in the plasma separator is forced by means of the plasma exchange pump to be discharged through the reject plasma 
channel. At the same time, the driving force provided by the plasma exchange pump allows the replenishing fluid to be 
introduced into the replenishing supply channel from the replenishing fluid supply means in a volume equal to that of 
the discharged plasma. The introduced replenishing fluid is supplied into the return circuit and returned to the patient 
after being combined with the blood permeate from the plasma separator. 

The value of QPs which represents the target plasma flow rate for the plasma exchange pump is given as a function 
of the blood pump flow rate QB and the pressure difference across the separation membrane TMP. In other words, the 
plasma exchange pump is controlled to provide the target plasma flow rate QPs which is calculated at every moment 
based on the actual blood pump flow rate QB and the ratio determined from TMP. 

In order to ensure that an abrupt load is not exerted on the separation membrane in the plasma separator to cause 
an excessive pressure buildup, the initial acceleration Vp 0 for the plasma exchange pump is usually set at a lower value 
than the normal acceleration Vp v However, this is not always the case and depending on the specific situation of the 
treatment, Vp 0 may be set to be greater than Vp 1 . 

If the value of pressure TMP being monitored with the associated pressure sensor deviates from the limiting value 
to cause a pressure constraint, the plasma exchange pump flow rate QP is reduced at a specified deceleration Vpa, 
which is set at a sufficiently great value to ensure that the pressure constraint can be removed rapidly. If the pressure 
constraint is removed, the plasma exchange pump flow rate QP is increased at the normal acceleration Vp 1 such that 
it is reverted toward the target plasma flow rate QPs. 

Thus, in the present invention, if a pressure constraint is exerted on either pump whether it is the blood pump or the 
plasma exchange pump, the pump flow rate is reduced at a comparatively large deceleration, thereby allowing for rapid 
elimination of the abnormal pressure state. During the restoration phase, the pump flow rate is increased mildly enough 
to avoid the excessive pressure buildup due to an abruptly increasing load and this enables the pumps to be operated 
with reduced occurrence of constraints. 

If the plasma blood pump flow rate is to be reduced due to pressure constraints while the plasma exchange pump 
is running normally, the exchange pump flow rate QP is reduced synchronously. In this case, the plasma exchange 
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pump flow rate is determined on the basis of blood pump flow rate by the same technique as employed to calculate the 
target plasma flow rate QPs. It should, however, be noted that if the blood pump flow rate becomes lower than the pre- 
scribed value, the plasma exchange pump is brought to a stop. 

The above-described procedures of controlling the pumps are illustrated by timing charts in Fig. 11. 
An example of the method of setting conditions for the case of executing the blood treating steps by means of the 
blood processor shown in Fig. 1 0 will now be described below. 

Immediately after the start of operation of the blood pump, the blood flow rate QB is increased at the initial accel- 
eration Vb 0 which is set at an appropriate value within the range of 20 to 100 mL/min/min. when the integrated flow has 
reached 300 mL which is approximately equal to the sum of the capacities of the collection circuit and the plasma sep- 
arator, the initial acceleration Vb 0 is switched to the normal acceleration Vbi which is set at an appropriate value within 
the range of 20 to 1 50 mUmin/min and the blood pump flow rate is increased until the target blood flow rate QBs (= 100 
mL/min) is reached. The initial acceleration Vb is typically set to be smaller than the normal acceleration Vb-, but this is 
not always the case of the invention. When the blood flow rate has reached the target value QBs, the operation of the 
blood pump is controlled so as to maintain QBs. 

The operation of the blood pump is controlled in such a way that the monitored values of the blood collection pres- 
sure PI , the venous blood pressure P7 and the pressure difference across the plasma separator AP2/6 will not exceed 
the limits of the respective values. If either one of said pressures deviates from the associated limiting value to cause a 
pressure constraint, namely, if P1 becomes lower than the lower limit, or if P7 exceeds the upper limit, or if AP2/6 
becomes greater than the upper limit, the blood pump flow rate QB is rapidly reduced at a sufficiently great deceleration 
of Vb 2 (= 300 mlVmin/min) to ensure that the pressure constraint is removed as soon as possible. When the pressure 
constraint is removed, the blood pump flow rate QB is increased again at the normal acceleration Vb., such that it is 
reverted toward the target blood flow rate QBs (=100 mUmin). 

If there occurs any abnormality (as in valves) which is other than the pressure constraints while the blood pump is 
running normally, the blood pump flow rate QB is rapidly decelerated to the standby flow rate QBa (<;50 mL/min) which 
is preset by a blood flow rate setting device and the blood circulation is continued by controlling the blood pump such 
as to maintain QBa. If the abnormal event under consideration is removed, QB is restored to the target value QBs. The 
procedure of executing the restoration to QBs has already been described above. 

Referring now to the plasma exchange pump, it remains at rest until after the blood pump has run to attain a QB 
value of 15 mUmin. When QB has reached 15 mL/min, the plasma exchange pump is started to run. Until after the inte- 
grated plasma flow has reached 50 mL which is approximately equal to the volume of plasma on the secondary side of 
the plasma separator, the plasma pump flow rate QP is increased at an initial acceleration of Vpo which is set within the 
range of 10 to 60 mL/min/min. Once the integral plasma flow has reached 50 mL, the plasma pump flow rate QP is 
increased at a normal acceleration Vp 1 (1 0 to 100 mL/min/min) Until it reaches the target plasma flow rate QPs. In order 
to ensure that the load on the machine parts will increase mildly, the normal acceleration Vp^ is usually set to be greater 
than the initial acceleration Vp 0 . 

The plasma pump is controlled at every moment such as to maintain the target plasma flow rate QPs which is cal- 
culated on the basis of QB and TM P. 

The target plasma flow rate QPs is expressed as QPs = K* R1 • QB , where QB is the blood pump flow rate, K is 
a coefficient of plasma flow ratio which is preset by a plasma flow ratio setting device and R1 is a coefficient defined 
below on the basis of TMP: 

R1 = 1 .0 - (TMP/upper limit of TMP) • (1 .0 - r) 



where r is a coefficient of the upper.limit of pressure difference and set at an appropriate value between 0.0 (inclusive) 
and 1 .00 depending on the degree of internal plugging of the separation membrane. Depending on the properties of the 
blood to be treated and the quality of the separation membrane, the separation membrane occasionally has a great ten- 
dency to be plugged. If it is empirically known that the separation membrane is likely to be plugged, the value of r is set 
in the lower range. On the other hand, if it is empirically known that the separation membrane is free from the potential 
plugging, the value of r may be set in the higher range. 

The coefficient of plasma flow ratio K is a parameter which is set by the plasma flow ratio setting device in consid- 
eration of the performance of the plasma separator and the properties of the blood to be treated and it is generally set 
within the range of 0.2 to 0.4, typically within the range of 0.25 to 0.35: 

If TMP deviates from the limiting value, the plasma exchange pump flow rate QP is rapidly reduced at the specified 
deceleration Vp 2 (e.g., 140 mlVmin/min). If the pressure constraint is eventually removed, QP is increased again at the 
normal acceleration Vp-, so that it is reverted toward the target plasma flow rate QPs. 

It should be noted that the limiting values of the various pressures to be monitored, namely, the lower limit of blood 
correction pressure P1 , the upper limit of venous blood pressure P7, the upper limit of the pressure difference across 
the plasma separator AP2/6 and the upper limit of the pressure difference across the separation membrane TMP, are 
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each set to be a little lower than the threshold for the issuance of an alarm signal so as to assure safety In the treating 
operations. Specifically, a difference of about 20 mmHg is provided between the threshold and the respective limiting 
value. 

The plasma exchange pump is not operated independently of the blood pump but the two pumps are controlled in 
operative association with each other. Even if the plasma exchange pump is running normally, it may become neces- 
sary to reduce the blood pump flow rate QB on account of a pressure constraint; in that case, the plasma exchange 
pump flow rate QP is reduced synchronously such that the relation QP = K • Rl • QB (for the definitions of K and R1 , 
see above) is maintained at all times. If the blood pump flow rate QB is adjusted to be equal to the standby flow rate 
QBa when an abnormal event (as in valves) which is other than pressure constrains occurs, the plasma exchange pump 
should, in principle, be brought to a stop. 

In the embodiment under consideration, the plasma exchange pump is so set that it will stop running if the blood 
pump flow rate QB falls below a certain value (e.g. 15 mL7min). It should, however, be noted that the lower limit of QB 
below which the plasma pump is brought to a stop is not necessarily 1 5 mLVmin but may be determined as appropriate 
for parameters such as the performance of the pumps. 

After the pressure constraints and other abnormal events are removed, the plasma exchange pump flow rate QP 
is restored and the procedure for the restoration is essentially the same as the already-described procedure for starting 
the operation of the plasma exchange pump. 

According to the embodiment of the present invention, blood is processed in such a way that when the pressures 
being monitored by specified pressure sensors deviate from the respective limiting values to cause pressure con- 
straints, various pump flow rates are reduced rapidly enough to ensure that the pressure constraints can be removed 
as soon as possible. After the pressure constraints are removed, the pump flow rates are restored at preset accelera- 
tions, again ensuring that there will be no excessive pressure buildups due to abruptly increasing loads. 

If the blood pump flow rate is increased through two stages of acceleration when a blood sample is introduced 
immediately after the apparatus is started to operate, there will be no possibility of imposing an abrupt load on the appa- 
ratus and the target blood flow rate can be rapidly reached without causing a pressure buildup exceeding the limiting 
value. This is also true with the plasma exchange pump and if its flow rate is increased through two stages of acceler- 
ation, the desired target plasma flow rate can be rapidly reached without causing a departure from the limiting value of 
pressure. 

If any abnormal event other than pressure constraints occurs while the blood pump is operating normally, the blood 
pump is controlled in such a way that its flow rate is decelerated rapidly while a standby flow rate is maintained at a 
value not exceeding a preset upper limit; this ensures safety in the blood treatment without stopping its flow, thereby 
preventing the blood from being coagulated in the circuits. 

If the plasma pump flow rate is controlled as a function of the pressure difference across the separation membrane 
in the plasma separator, it can be set at an optimal value reflecting the degree of plugging of the separation membrane 
which is variable at every moment. As a result, the progress of the plugging of the separation membrane can be 
retarded and the required blood treatment can be accomplished without being interrupted or undergoing some con- 
straints. 

Claims 

1 . A method of blood treatment in such a way that a blood sample withdrawn by a blood pump provided in a collection 
circuit is fed into a treatment circuit, where it is subjected to specified treatment and thence returned to the patient 
through a return circuit, said method comprising the steps of: 

starting the treatment and continuing it with a blood pump flow rate being increased at a preset normal accel- 
eration until a specified target blood flow rate is reached; 

controlling the operation of said blood pump such as to maintain said target blood flow rate once it has been 
reached; 

reducing said blood pump flow rate at a specified deceleration if values of pressure as detected by specified 
pressure gauges provided at appropriate sites in the collection, treatment and return circuits or the values cal- 
culated on the basis of said pressure values deviate from respective limiting values to cause pressure con- 
straints; and 

if said pressure constraints are removed, increasing said blood pump flow rate at said normal acceleration so 
that it is reverted toward said target blood flow rate. 

2. A method according to claim 1, wherein since the start of blood treatment, said blood pump flow rate is increased 
through at least two stages of acceleration, one being at a preset initial acceleration and the other being at the nor- 
mal acceleration, until said target blood flow rate is reached. 
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3. A method according to claim 1 or 2, wherein if any abnormal event other than said pressure constrains occurs dur- 
ing the operation of said blood pump, said blood pump flow rate is reduced at a specified deceleration and thereaf- 
ter maintained at a standby flow rate not exceeding a preset limiting value. 

4. A method according to claim 1 , 2 or 3, wherein the treatment circuit includes an adsorptive blood treatment circuit 
in which a plasma separated from the blood sample by means of a plasma separator is directed by a plasma pump 
into an adsorber where unnecessary components are adosottively removed from the plasma, and said method fur- 
ther comprising the steps of: 

starting said plasma pump after said blood pump rate exceeds a prescribed value; 

increasing a plasma pump flow rate at a preset normal acceleration after the start of said plasma pump and 
until a specified target plasma flow rate calculated based on the blood pump flow rate is reached; 
controlling the operation of said plasma pump such as to maintain said target plasma flow rate once it has been 
reached; 

reducing said plasma pump flow rate at a specified deceleration if values of pressure as detected by the spec- 
ified pressure gauges or values calculated on the basis of said pressure values deviate from respective limiting 
values to cause pressure constraints; and 

if said pressure constraints are removed, increasing said plasma pump flow rate at said normal acceleration so 
that it is reverted toward said target plasma flow rate. 

5. A method according to claim 4, wherein said target plasma flow rate is calculated based on a pressure difference 
across a separation membrane in the plasma separator and on said blood pump flow rate. 

6. A method according to claim 4 or 5, wherein if said blood pump flow rate is reduced, said plasma pump flow rate is 
synchronously controlled toward said target plasma flow rate calculated based on said blood flow rate. 

7. A method according to any one of claims 1 to 6, wherein said treatment circuit includes a double filtration circuit in 
which a plasma separated from the blood sample in a plasma separator is directed by means of plasma pump into 
a plasma fractionator, where it is fractionated into high-molecular weight component and low-molecular weight 
component, and the high-molecular weight component is discharged while a replenishing fluid is supplied to the 
low-molecular weight component by means of a replacement fluid pump, said method comprising the steps of: 

starting said plasma pump after said blood pump rate exceeds a prescribed value, increasing a plasma pump 
flow rate at a preset normal acceleration after the start of said plasma pump and until a specified target plasma 
flow rate calculated based on the blood pump flow rate is reached, controlling the operation of said plasma 
pump such as to maintain said target plasma flow rate once it has been reached, reducing said plasma pump 
flow rate at a specified deceleration if values of pressure as detected by the specified pressure sensors or val- 
ues calculated on the basis of said pressure values deviate from respective limiting values to cause pressure 
constraints, and if said pressure constraints are removed, increasing said plasma pump flow rate at said nor- 
mal acceleration so that it is reverted toward said target plasma flow rate; and 

stopping said replacement fluid pump if a calculated value obtained from pressure values detected by the 
specified pressure gauges is below a preset value, starting said replacement fluid pump after the calculated 
value exceeds said present value so as to increase a replacement fluid flow rate toward a predetermined target 
replacement fluid flow rate at a preset acceleration, and controlling the operation of said replacement fluid 
pump so as to maintain a lower one of said target replacement fluid flow rate and a prescribed flow rate calcu- 
lated base on said plasma pump flow rate. 

8. A method according to claim 7, wherein the operation of said replacement fluid pump is controlled based on a pres- 
sure difference across a separation membrane in said plasma fractionator. 

9. A method according to claim 7 or 8, wherein said replacement fluid pump is operated intermittently. 

10. A method according to any one of claims 1 to 9, wherein said processing circuit includes a plasma exchange circuit 
in which a plasma separated from the blood sample in a plasma separator is exchanged with a replenishing fluid 
by means of a plasma exchange pump, and said method further comprising the steps of: 

starting said plasma exchange pump after said blood pump flow rate exceeds a prescribed value; 
increasing a plasma exchange pump flow rate at a preset normal acceleration after the start of said plasma 
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exchange pump and until a specified target plasma flow rate calculated based on the blood pump flow rate is 
reached; 

controlling the operation of said plasma exchange pump such as to maintain said target plasma flow rate once 
it has been reached; 

reducing said plasma exchange pump flow rate at a specified deceleration if values of pressure as detected by 
the specified pressure gauges or values calculated on the basis of said pressure values deviate from respec- 
tive limiting values to cause pressure constraints; and 

if said pressure constraints are removed, increasing said plasma exchange pump flow rate at said normal 
acceleration so that it is reverted toward said target plasma flow rate. 

1 1 . An apparatus for blood treatment comprising a collection circuit into which a blood sample is withdrawn by means 
of a blood pump, a treatment circuit for performing specified treatment on the withdrawn blood sample and a return 
circuit through which the treated blood sample is returned to the patient, said apparatus further including means for 
controlling the operation of the blood pump, and pressure gauges provided at appropriate sites in the collection, 
treatment and return circuits, said control means being set in such a way that since the start of blood treatment, 
said blood pump flow rate is increased at a preset normal acceleration until a specified target blood flow rate is 
reached, that once said target blood flow rate has been reached, said blood pump is operated so as to maintain 
said target blood flow rate, that said blood pump flow rate is reduced at a specified deceleration if the values of 
pressure as detected by specified pressure gauges or the values calculated on said pressure values deviate from 
respective limiting values to cause pressure constraints and that if said pressure constraints are removed, said 
blood pump flow rate is increased at said normal acceleration so that it is reverted to said target blood flow rate. 

12. An apparatus according to claim 11, wherein the processing circuit includes an adsorptive blood treatment circuit 
in which a plasma separated from the blood sample by means of a plasma separator is directed by a plasma pump 
into an adsorber where unnecessary components are adosottively removed from the plasma, and said apparatus 
further including means for controlling the operation of said plasma pump so as to start said plasma pump after said 
blood pump rate exceeds a prescribed value, increase a plasma pump flow rate at a preset normal acceleration 
after the start of said plasma pump and until a specified target plasma flow rate calculated based on the blood 
pump flow rate is reached, control the operation of said plasma pump such as to maintain said target plasma flow 
rate once it has been reached, reduce said plasma pump flow rate at a specified deceleration if values of pressure 
as detected by the specified pressure gauges or values calucurated on the basis of said pressure values deviate 
from respective limiting values to cause pressure constraints, and increase said plasma pump flow rate at said nor- 
mal acceleration so that it is reverted toward said target plasma flow rate if said pressure constraints are removed. 

1 3. An apparatus according to claim 1 1 or 12, wherein said treatment circuit includes a double filtration circuit in which 
a plasma separated from the blood sample in a plasma separator is directed by means of plasma pump into a 
plasma fractionator, where it is fractionated into high-molecular weight component and low-molecular weight com- 
ponent, and the high-molecular weight component is discharged while a replenishing fluid is supplied to the low- 
molecular weight component by means of a replacement fluid pump, said apparatus further including: 

means for controlling te operation of plasma pump so as to start said plasma pump after said blood pump rate 
exceeds a prescribed value, increase a plasma pump flow rate at a preset normal acceleration after the start 
of said plasma pump and until a specified target plasma flow rate calculated based on the blood pump flow rate 
is reached, control the operation of said plasma pump such as to maintain said target plasma flow rate once it 
has been reached, reduce said plasma pump flow rate at a specified deceleration if values of pressure as 
detected by the specified pressure gauges or values calculated on the basis of said pressure values deviate 
from respective limiting values to cause pressure constraints, and increase said plasma pump flow rate at said 
normal acceleration so that it is reverted toward said target plasma flow rate if said pressure constraints are 
removed; and 

means for controlling the operation of said replacement fluid pump so as to stop said replacement fluid pump 
if a calculated value obtained from pressure values detected by the specified pressure gauges is below a pre- 
set value, start said replacement fluid pump after the calculated value exceeds said present value so as to 
increase a replacement fluid flow rate toward a predetermined target replacement fluid flow rate at a preset 
acceleration, and control the operation of said replacement fluid pump so as to maintain a lower one of said 
target replacement fluid flow rate and a prescribed flow rate calculated base on said plasma pump flow rate. 

14. An apparatus according to claim 1 1 , 12 or 1 3, wherein said treatment circuit includes a plasma exchange circuit in 
which a plasma separated from the blood sample in a plasma separator is exchanged with a replenishing fluid by 
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means of a plasma exchange pump, and said apparatus further including means for controlling the operation of the 
plasma exchange pump so as to start said plasma exchange pump after said blood pump flow rate exceeds a pre- 
scribed value, increase a plasma exchange pump flow rate at a preset normal acceleration after the start of said 
plasma exchange pump and until a specified target plasma flow rate calculated based on the blood pump flow rate 
is reached, control the operation of said plasma exchange pump such as to maintain said target plasma flow rate 
once it has been reached, reducing said plasma exchange pump flow rate at a specified deceleration if values of 
pressure as detected by the specified pressure gauges or values calculated on the basis of said pressure values 
deviate from respective limiting values to cause pressure constraints, and increase said plasma exchange pump at 
said normal acceleration so that it is reverted toward said target plasma flow rate if said pressure constraints are 
-removed.. 
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FIG. 1 
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FIG. 3 
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FIG. 4 
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FIG. 5 
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FIG. 6 
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FIG. 8 
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FIG. 9 
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FIG. 10 
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